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• The term gray zone lymphoma (GZL) is preferred over what was previously designated B-cell lymphoma,

unclassifiable, with features intermediate between diffuse large B-cell lymphoma and classical Hodgkin

lymphoma.

• Sequential primary mediastinal large B-cell lymphoma and nodular sclerosis classical Hodgkin lymphoma

reinforce the concept of mediastinal GZL, because these diseases have been demonstrated to be of common

clonal origin.

• Clinical and genomic data indicate that most patients with non-mediastinal GZL are distinct from those with

mediastinal GZL, and they should be diagnosed as having diffuse large B-cell lymphoma, NOS.

Gray zone lymphoma: moving from histology to clinical management

Campo E. Blood, 2022; 140: 1229-1253



PROGNOSIS AND FRONTLINE TREATMENT



Pilichowska M. Blood Adv, 2017; 1: 2600-2609



Received frontline rituximab: 65%

- with ABVD: 18%

- with CHOP: 91%

ORR: 79/112 (71%)

- with ABVD: 61%

- with CHOP: 71%

- with EPOCH: 82%

CR rate: 66/112 (59%)

- with ABVD: 55%

- with CHOP: 56%

- with EPOCH: 73%

Primary induction failure (PIF): 33%

Evens A. Am J Hematol, 2015; 90: 778-783
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MGZL

PMBL

MGZL

PMBL

Wilson WH. Blood, 2014; 124: 1563-1569



Sarkozy C. Haematologica, 2017; 102: 150-159



Dose-intensive regimens (3 yr EFS)
76% escBEACOPP

70% R-ACVBP

Standard regimens (3yr EFS)
34% ABVD

55% R-CHOP

Dose-intensive regimens (3 yr OS)
94% escBEACOPP

85% R-ACVBP

Standard regimens (3yr OS)
61% ABVD

75% R-CHOP

Sarkozy C. Haematologica, 2017; 102: 150-159



Kharfan-Dabaja MA. Biol Blood Marrow Transplant, 2017; 24: 486-493
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Patients with PR at end of induction

Saifi O. Int J Radiat Oncol Biol Phys, 2025; 123: 947-954



Patients with slow early response to induction

(positive interim PET and no progression)
Patients with baseline bulky disease

Saifi O. Int J Radiat Oncol Biol Phys, 2025; 123: 947-954



RELAPSED AND REFRACTORY DISEASE



Female, 18 y.o.

DA-EPOCH-R (PR)

Pembrolizumab (CR)

Allo-SCT

Male, 76 y.o.

Da-EPOCH-R (PR → PD)

Pembrolizumab (CR, +381 dy)

Male, 80 y.o.

DA-EPOCH-R (CR → relapse)

Brentuximab vedotin (PD)

BV+GemOx (PD)

Mediastinal RT (PD)

Nivolumab (CR, +161 dy)

Melani C. N Engl J Med, 2017; 377: 89-91



ELIGIBILITY:

• The expansion cohort of the open-label, phase 1/2 CheckMate 436 (NCT02581631) study enrolled pts ≥ 18
years old with ECOG performance status of 0 or 1, and with:

• confirmed R/R MGZL after autologous hematopoietic cell transplantation (auto-HCT)

• if ineligible for auto-HCT, after ≥ 2 multi-agent chemotherapy regimens.

SCHEDULE:

• 240 mg nivolumab (on Day 8 of Cycle 1, then Day 1 of following cycles);

• 1.8 mg/kg brentuximab vedotin (on Day 1 of each cycle) every 3 weeks until disease progression or
unacceptable toxicity.

Santoro A. Blood, 2023; 141: 2780-2783



• Ten patients treated and evaluable.

• All patients had a mediastinal mass.

• Median of 2 prior lines of systemic cancer therapy; no prior
auto-HCT.

• Eight months after the last patient received the first
treatment, all patients had discontinued treatment: 5 due to
disease progression, 4 due to allogeneic-HCT, and 1 due to
auto-HCT.

• Patients received a median of 7 doses of nivolumab and 7
doses of brentuximab.

Santoro A. Blood, 2023; 141: 2780-2783
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• The time to CR was 1.2-4.8 months and the duration of CR was 1.5-3.2 months before pts were censored for
subsequent therapy.

• The 5 patients who achieved CR were bridged to hematopoietic cell transplantation (4 allo- and 1 auto-HCT)
and censored (all alive at database lock).

• At a median follow-up of 12.4 (range, 0.1-25.5) months:

• 6-month OS rate: 80.0% (95% CI, 40.9-94.6); median OS not reached.

• Median PFS 21.9 months.

• DOR could not be estimated due to earlier censoring of CR pts who received subsequent therapies.

• Nine pts (90%) experienced any grade treatment-related adverse events:

• neutropenia (n = 3; 1 grade 1, 1 grade 2, 1 grade 3 event);

• paresthesia (n = 3; all grade 1);

• 3 patients (30%) with grade 3-4 TRAEs.

• A serious drug-related AE occurred in 1 elderly pt (grade 3 febrile neutropenia).

• Three deaths, all caused by disease progression.

Santoro A. Blood, 2023; 141: 2780-2783



• A hard to diagnose disease, with overlapping features between classic Hodgkin lymphoma and primary

mediastinal lymphoma and high morphologic variability.

• Peculiar mutational landscape, dichotomy between “mediastinal” and “non-mediastinal” forms.

• Immune-escape immunohistochemical signature.

• Unknown best frontline approach. Inconclusive data supporting more intensive first line therapy.

• Autologous stem cell transplantation performs well in first complete remission and also as salvage approach.

• Checkpoint inhibitors (anti-PD1 antibodies) have a role in relapsed and refractory disease. Unknown role in

frontline therapy.

• Combination of anti-PD1 and anti-CD30 (nivolumab + brentuximab) recently explored, deserves further

investigation.

Take home messages
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